Abstract
Introduction
Diastolic dysfunction of the left ventricle that may convert into the clinical picture of heart failure with preserved ejection fraction (HFpEF) is a growing health care problem [1, 2] . We have observed that in advanced disease stages affected patients frequently present with significant functional tricuspid regurgitation (TR) as the most prominent sign on echocardiographic examination. The underlying left ventricular pathology may eventually be missed and symptoms of heart failure are attributed to TR. Although current guidelines on the management of valvular heart disease lack any recommendation for the treatment of´isolated´functional TR [3, 4] affected patients may be referred to surgical repair [5] . In the present work we hypothesized that hemodynamic alterations characteristic of HFpEF [6] [7] [8] cause functional TR.
Methods

Study design
The present study was undertaken in order to determine the prevalence of significant TR in HFpEF patients, the underlying mechanisms, and its impact on event-free survival. This was a prospective observational study performed at the Medical University of Vienna, approved by the local ethics committee (Ethics Committee of the Medical University of Vienna, EK #796/ 2010). All participants gave written informed consent.
After thorough baseline evaluation, patients were followed by ambulatory visits and phone calls at 6-month intervals. A combined endpoint consisting of hospitalization for heart failure or death from cardiac causes was defined as the main outcome measure. Endpoints were adjudicated by our adjudication committee consisting of CZT and AAK, who were blinded to hemodynamics and other patient characteristics. An age-matched control group was also assessed with respect to clinical characteristics and imaging parameters.
Diagnosis of heart failure with preserved ejection fraction
Consecutive patients with HFpEF were enrolled. HFpEF was diagnosed in the presence of: (1) symptoms or signs of heart failure; (2) normal or mildly reduced LV systolic function (LV ejection fraction (EF) >50%); and (3) evidence of abnormal LV relaxation or diastolic stiffness [1, 2] .
Reasons for exclusion were: significant coronary artery disease as diagnosed by coronary angiography, significant aortic or mitral valve disease, congenital heart disease, and cardiac amyloidosis as diagnosed by cardiac magnetic resonance imaging (CMR) and / or endomyocardial biopsy. Furthermore, patients with chronic lung disease such as bronchial asthma or chronic obstructive pulmonary disease (COPD) with FEV 1 <60% of predicted, restrictive lung disease with TLC <60% of predicted and / or current O 2 therapy were excluded from the study.
The hemodynamic diagnosis of HFpEF was confirmed, if the pulmonary artery wedge pressure (PAWP) exceeded 12 mm Hg [1] .
Assessment of tricuspid regurgitation
All echo studies were performed by board certified physicians, using high-end scanners such as GE Vivid 5 and Vivid 7 (GE Healthcare, Wauwatosa, WI, USA). The evaluation included M-mode and 2-dimensional echocardiography, as well as conventional and color Doppler ultrasonography according to current recommendations [9] [10] [11] .
TR was quantified by an integrated approach (Table 1) [9, 11, 12] . Moderate and severe TR were considered significant and were compared with trace and mild TR. The graduation into non-significant and significant TR was chosen to account for inaccuracies due to the semiquantitative assessment of TR by echocardiography and has previously been deemed reasonable [5, 13, 14] .
LVEF was assessed with the biplane Simpson´s method. Right ventricular (RV) function was assessed by the percentage RV fractional area change (FAC), defined as (end-diastolic area -end-systolic area) / end-diastolic area x 100, according to recent recommendations [15] . In addition, tricuspid annular plane systolic excursion (TAPSE) was measured [15] . RV dysfunction was defined as FAC < 35% and TAPSE <16 mm [15] .
Influence of TR on imaging and hemodynamic parameters
Imaging and hemodynamic variables were split into two groups: 1. influenced by TR (i.e. TRdependent) and 2. not influenced by TR (TR-independent). Changes in right heart segments and pressures were considered as TR-dependent, while pulmonary vasculature and left heart segments were defined as TR-independent.
Right and left heart catheterization
For right heart catheterization a 7F Swan-Ganz catheter (Baxter, Irvine, CA) was inserted via a jugular or femoral access. Filling pressures were averaged after recording of eight heart cycles using CathCorLX (Siemens AG, Berlin and Munich, Germany). PAWP, pulmonary arterial pressure (PAP), and cardiac output (CO), were determined. CO was measured by both thermodilution and Fick method. Simultaneously, all patients underwent direct assessment of LV filling pressures, followed by coronary angiography. Standard formulae were used for the calculation of hemodynamic parameters [16, 17] .
Cardiac magnetic resonance imaging
CMR was primarily used as a complimentary method for the assessment of RV function. All patients without pacemaker or other precluding conditions underwent CMR at baseline, using a 1.5-T scanner (Avanto, Siemens Medical Solutions, Erlangen, Germany). Functional and late gadolinium enhancement imaging studies were performed according to standard protocols [18] . RV dysfunction was defined as RVEF <45%. Two independent observers (SA, AB) blinded to clinical data read all CMR studies.
Statistical analysis
Categorical variables were reported in percent and/or total numbers. Continuous data are presented as mean ± standard deviation. Baseline characteristics were compared using chi square or Fisher´s exact test for categorical variables and Wilcoxon two sample test for continuous variables. Variables were stratified into TR-dependent (right atrial (RA) and RV size, RV 
Results
Baseline characteristics
Between January 2010 and November 2014, 175 consecutive patients with a confirmed diagnosis of HFpEF and 45 age-matched control subjects were registered. Clinical and imaging characteristics of patients and controls are summarized in Tables 2 and 3 . While 51% of HFpEF patients presented with significant TR, none of the control subjects had significant TR.
Baseline characteristics of HFpEF patients, stratified by tricuspid regurgitation severity, are displayed in Table 4 .
In brief, patients with relevant TR were older (p = 0.026), more frequently presented with atrial fibrillation (p<0.001), and renal dysfunction (p = 0.008). Furthermore, TR patients were more symptomatic as measured by NYHA functional class (p = 0.028), had lower systolic blood pressures (p = 0.012), and shorter 6-minute walk distances (p = 0.036). Table 5 lists imaging parameters with respect to the presence or absence of significant TR. Right heart dimensions were enlarged in TR patients (mean RA area, p<0.001; mean RV enddiastolic diameter, p<0.001), and RV systolic function by FAC was worse (p = 0.001) than in the comparator. Parameters are listed according to right heart segments (TR-dependent) versus right heart afterload (TR-independent). Changes in right heart segments are considered consequences of both right heart afterload as well as TR, while parameters of right ventricular afterload are not thought to be influenced by TR.
TR indicates tricuspid regurgitation; RA, right atrium; RVEDD, right ventricular end-diastolic diameter; RV FAC, right ventricular fractional area change; TAPSE, tricuspid annular plane systolic excursion; sPAP, systolic pulmonary artery pressure; LA, left atrium; LVEDD, left ventricular end-diastolic diameter;
LVEF, left ventricular ejection fraction; IVS, interventricular septal thickness; E/A, ratio of early to late ventricular filling velocities; E/E', ratio of transmitral early peak velocity to septal mitral annulus velocity; RVEDV, right ventricular end-diastolic volume; RVEF, right ventricular ejection fraction; LVEDV, left ventricular end-diastolic volume; CO, cardiac output. Left atrial (LA) chamber dimensions were also enlarged in TR patients (p = 0.003) reflecting elevated LV filling pressures. Further significant differences were found with respect to interventricular septum thickness (p = 0.027) and E/A ratio (p<0.001). Table 6 shows hemodynamic parameters with respect to the presence or absence of significant TR. Importantly, subtle but significant between-group differences were found with respect to invasively measured hemodynamic parameters of RV afterload, i.e. PVR (p = 0.038), pulmonary arterial compliance (PAC; p = 0.005), and LV filling pressures (PAWP, p = 0.039). Table 7 summarizes the results of the uni-and multivariable binary logistic regression analyses. With respect to clinical parameters, atrial fibrillation was found to be independently associated with TR (p<0.001, Table 5 ). We also tested the association of TR-independent parameters (RV afterload) and the occurrence of TR. Multivariable analysis of hemodynamic parameters revealed diastolic PAP (p = 0.029) and PAC (p = 0.048) as independently associated with TR occurrence. Among imaging variables LA size (p = 0.001) was independently associated with the presence of significant TR. Parameters are listed according to right heart segments versus right heart afterload. Changes in right heart segments are considered consequences of both right heart afterload as well as TR, while parameters of right ventricular afterload are not thought to be influenced by TR. While TR was associated with outcome in the univariable analysis, it failed to predict eventfree survival in the multivariable model. Independent predictors of cardiac events or death included 6-minute walk distance (p<0.001), chronic obstructive pulmonary disease (p = 0.010), NT-proBNP (p<0.001), E/A ratio (p = 0.003), RV dysfunction (p = 0.011) and systolic PAP (p<0.001).
Factors determining the occurrence of tricuspid regurgitation
Discussion
We suggest that "isolated" functional TR is a feature of HFpEF. In fact, we demonstrate here that the evolution of TR is associated with only subtle hemodynamic changes, such as reduced PAC and elevated PAP in the presence of elevated LV filling pressures. Furthermore, we show that the presence of significant TR indicates adverse outcome but is not independently associated with event-free survival.
Significant TR is a common finding [19] , and has primarily been studied in patients with heart failure and reduced ejection fraction [13, [20] [21] [22] as well as those with mitral and aortic valve disease [23] [24] [25] . Thus, TR is mostly functional in nature and is thought to be the consequence of geometric alterations caused by RV dilatation, distortion of the subvalvular apparatus, tricuspid annular dilatation or a combination of these factors [26] . However, pathomechanisms underlying isolated functional TR in the absence of overt left heart pathology have not been studied.
Prevalence of tricuspid regurgitation in heart failure with preserved ejection fraction
We and others [27] have observed that a substantial number of consecutively enrolled HFpEF patients also suffer from relevant TR.
Despite well-established diagnostic criteria for HFpEF [2, 28] the awareness among physicians is still limited and the condition is by far under-diagnosed [29] . In a substantial number of patients presenting with shortness of breath and preserved LV systolic function, significant TR may be the only overt pathology detected by transthoracic echocardiography beneath subtle signs of diastolic dysfunction.
Etiology of tricuspid regurgitation in heart failure with preserved ejection fraction
In a recent publication [27] , potential mechanisms underlying TR evolution in HFpEF have been discussed, attributing a role to annular dilatation due to atrial enlargement in atrial fibrillation, presence of pulmonary hypertension, or pacemaker lead impingement on the tricuspid All tested variables were determined at baseline.
TR-dependent variables were excluded from this analysis.B indicates regression correlation coefficient; HR, hazard ratio; CI, confidence interval; BMI, body mass index; BSA, body surface area; AF, atrial fibrillation; COPD, chronic obstructive pulmonary disease; CAD, coronary artery disease; LA, left atrium; LVEDD, left ventricular end-diastolic diameter; IVS, interventricular septum; LVEF, left ventricular ejection fraction; sPAP, systolic pulmonary artery pressure; dPAP, diastolic pulmonary artery pressure; mPAP, mean pulmonary artery pressure; PAWP, pulmonary artery wedge pressure; CO, cardiac output; DPG, diastolic pulmonary vascular pressure gradient; TPG, transpulmonary pressure gradient; PVR, pulmonary vascular resistance; PPP, pulmonary pulse pressure; PAC, pulmonary artery compliance. 
Functional TR is a feature of HFpEF valve leaflets. In the present study, there was no difference in TR severity between pacemaker carriers and the remainder of the group. While displacement of the right annulus in patients with atrial fibrillation is a possible mechanism of TR, the present study for the first time provides clear evidence for the pathomechanistic impact of the pulmonary circulation for TR development. In fact, pulmonary hypertension was present in both groups with and without relevant TR. However, the degree of pulmonary hypertension was more pronounced in patients with significant TR, reflected by slightly higher pulmonary pressures. In the multivariable regression model diastolic PAP was identified as a parameter independently associated with relevant TR. Moreover, PAC was lower in the TR group compared with the non-TR group and also remained independently associated with relevant TR. PAC in post-capillary pulmonary hypertension is dependent on PAWP [30] . Indeed, PAWP was significantly higher in the TR versus non-TR group.
Significance of tricuspid regurgitation in heart failure with preserved ejection fraction
With respect to event-free survival, relevant TR failed to predict outcome in the Cox regression analysis (Table 8 ). This is in line with a recent report by Mohammed et al [27] where RV dysfunction but not TR was an independent predictor of adverse outcome. These findings suggest that the presence of functional relevant TR is a bystander or marker of disease, but not a stand-alone pathology in HFpEF.
Right ventricular dysfunction in heart failure with preserved ejection fraction
In contrast to non-TR patients, those with significant TR had larger right heart dimensions and worse RV function by echo as well as CMR studies. RV dysfunction was an independent predictor of event-free survival in the present study (Table 8) , confirming previous publications [6, 8, 27] . As illustrated in Fig 1, RV dysfunction ensues elevation of LV filling pressures Functional TR is a feature of HFpEF Functional TR is a feature of HFpEF causing a passive and-occasionally-also active rise in PAP due to pulmonary vascular remodeling [31] . As soon as significant TR develops due to RV dilatation, volume overload adds to the pre-existing pressure overload, thereby promoting the vicious circle of RV failure. In the presence of significant TR, the degree of RV systolic dysfunction may frequently be underestimated in analogy to LV systolic function in the presence of mitral regurgitation. Because RV dysfunction is a key determinant of prognosis, more emphasis should be put on its evaluation, in particular in the presence of relevant TR. HFpEF is characterized by impaired left ventricular (LV) diastolic function due to abnormal relaxation and increased chamber stiffness. The consecutive rise in LV filling pressure results in a passive rise of pulmonary arterial pressure (PAP, Panel A). As a consequence, pulmonary vascular compliance declines and adds to the increasing resistance against the right ventricle (RV, Panel B). Remodeling of the pre-capillary pulmonary vascular bed may occur as an additional mechanism aggravating RV pressure overload (Panel C). The RV fails to compensate pressure overload and dilates. Tricuspid annular dilatation and distortion of the subvalvular apparatus lead to increasing tricuspid regurgitation and consecutive right heart failure (Panel D).
Reprinted with permission from John Wiley and Sons, from Aschauer et al. [8] , license number 3858290307001.
Limitations
The present study has been undertaken in a single center with a relatively small sample size. A center-specific bias cannot be excluded. However, the major advantages of limiting data collection to a single center are 1. inclusion of a homogenous patient population, 2. constant clinical routine, 3. constant quality of assessment techniques and 4. constant follow-up.
CO derived by the thermodilution method may be confounded by the presence of relevant TR. However, there was a tight correlation between this method and additional CO measurements, including the Fick method (r = 0.631, p<0.001) and the CMR-derived CO (r = 0.515, p<0.001). Parameters of LA function have not been assessed in the present study.
Conclusions
The diagnosis of´isolated´functional TR should prompt further evaluation of the LV, in particular with respect to the presence of LV diastolic dysfunction. In addition to non-invasive assessment, right heart catheter to determine the relation between pulmonary pressures and flow should be considered, since only subtle changes may be associated with relevant TR. Although patients with significant TR face a dismal prognosis, TR itself is not independently associated with outcome. Our data suggest that isolated TR is a bystander of HFpEF and the necessity of therapeutic interventions, such as tricuspid valve surgery, should be questioned.
